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I, DR. IRA H. PASTAN, hereby declare and state: 

1. I am the Ira H. Pastan named as an inventor of the above-captioned patent application. 
I received a Bachelor of Science degree, magna cum laude, from Tufts University, Medford, 
Massachusetts, in 1953 and the degree of Medical Doctor, magna am laude, from Tufts Medical 
School in 1957. I performed an internship at Grace-New Haven Hospital, Yale University 
School of Medicine, New Haven, Connecticut, from 1957-58, and was a medical researcher at 
the Yale University School of Medicine from 1958 to 1959. 

2. From 1959 to 1961, 1 was a clinical associate in the National Institute of Arthritis and 
Musculoskeletal Disease (NIAMD), of the U.S. National Institutes of Health (NIH), Bethesda, 
Maryland. From 1961 to 1962, 1 was a Postdoctoral Fellow in the Laboratory of Cellular 
Physiology, at the National Heart and Lung Institute of the NIH. From 1963-1969, 1 was a 
Senior Investigator in the Section on Endocrine Biochemistry, NIAMD, NIH. From 1969 to 



1970, 1 was Head of the Molecular Biology Section, Endocrinology Branch, National Cancer 
Institute, NIH. 

3. Since 1970, 1 have been Chief of the Laboratory of Molecular Biology ("LMB"), of 
the National Cancer Institute, NIH. The LMB currently has a staff of some 97 individuals, 
including 8 post-doctoral fellow, 5 pre-doctoral fellow, 15 visiting fellows, who are primarily 
scientists from other countries, senior Ph.D. or M.D. investigators who head the 10 sections into 
which the LMB is organized, and a number of research fellows, clinical fellows, nurses, and 
scientists of various levels assigned to the individual sections. Over the years, I have mentored 
and trained hundreds of scientists in techniques in immunology and cell biology, particularly in 
the identification of cancer antigens, in the generation of antibodies which bind to those antigens, 
identify against them, and in the development of immunotoxins using those antibodies to kill 
cells bearing the cancer antigens. A copy of my curriculum vitae is attached as Attachment 1. 

4. I am an author or co-author of well over 1000 publications in the scientific literature. 
The full bibliography of my publications runs approximately 100 pages. Attachment 2 lists my 
publications during the years 1997 to 1999, the period around the priority date of the captioned 
application, showing my publications on discovering and characterizing cancer antigens and 
immunotoxins at that time, and during the period 2003 to 2004, to show that this work has 
continued since the filing of the application. 

5 . By virtue of my years of research and experience in discovering and characterizing 
cancer antigens, in developing and characterizing antibody-based therapeutics against cancer 
antigens, and in developing immunotoxins to kill cells expressing cancer antigens, I am 
knowledgeable about these areas. By virtue of my years as an editor of leading journals in the 
field and in training scores of scientists both from the United States and around the world, I am 
also knowledgeable about what persons of skill would understand from the present disclosure. 

6. I understand that the Office Action dated June 3, 2005 in this proceeding contends that 
Chang et al., Cancer Research 52:181-186 (1992) ("Chang"), a paper on which I am a co-author, 
anticipates the present invention because it shows the mesothelin protein to be isolated on a 



Western blot. I also understand that the Action states that the specification does not define 
which constitutes what constitutes substantially or essentially free of components which 
accompany a material in its native state and contends that "one of ordinary skill would 
immediately understand that the protein isolated in a western blot is substantially and essentially 
free of components which normally accompany it as found in its native state given that the 
claimed protein is substantially or essentially free of nucleic acid molecules which normally 
accompany it in its native state." 

7. I disagree with the Action's contention because Chang does not show that we obtained 
isolated mesothelin. A western blot shows the presence on the blot of the protein targeted by the 
probe, despite the presence of any number of other proteins but it does not show the presence of 
any number of other proteins or cellular components that may or may not be present at the same 
time. We did not have an isolated protein when the Chang paper was published. In fact, it took 
the work reported in the present application before we were able to obtain and clone the protein 
now called mesothelin. 

8. Based on my years as an editor and reviewer of the literature, and based on my four 
decades of experience in training of hundreds of persons of skill in the field, I further disagree 
with the Action's contention that one of ordinary skill would consider the terms "substantially" or 
"essentially free" to refer to a protein on a western blot, such as the one shown in Chang. With 
regard to a protein, I believe these terms would be understood by persons of ordinary skill in the 
art to refer to proteins that are sufficiently isolated to be sequenced and cloned. In my judgment, 
persons of skill would not consider a protein in a western blot, which has been electrophoresed 
but not separated from any other proteins which may be present with similar migration 
characteristics, to be substantially or essentially free of other cellular components. I would not 
find such a statement to be permissible in a journal article I was editing or by a pre- or post- 
doctoral fellow in my laboratory. 

9. I understand the Action contends that the application does not teach residues which, it 
argues, are critical for the three dimensional structure of mesothelin. It is a commonplace in the 
art that the amino acid sequence of a protein determines its structure. Once a protein is 



expressed, epitopes on the protein can be mapped, and these epitope maps identify the 
immunodominant portions of the protein. Individual peptides that raise antibodies can then be 
generated based on the portions of the molecule that are immunodominant. While this work may 
be time consuming, the amount of effort is considered in the art to be routine. 



I further declare that all statements made herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under § 1001 of Title 18 of the United States Code, 
and that such willful false statements may jeopardize the validity of the application or any patent 
issuing thereon. 





Date 



Dr. Ira H. Pastan 



CURRICULUM VITAE 



Name : Ira Harry Pastan 

Date and Place of Birth : June 1, 1931; Winthrop, Massachusetts 
Citizenship : United States of America 
Marital Status : Married; three children 
Education : 

1953 B.S. - Magna cum laude, Tufts University, Medford, Massachusetts 
1957 M.D. - Magna cum laude, Tufts Medical School 

Brief Chronology of Employment : 

1957- 1958 — Intern, Grace-New Haven Hospital, Yale University School 

of Medicine, New Haven, Connecticut 

1 958- 1 959 — Assistant Research Medicine, Grace-New Haven Hospital, 

Yale University School of Medicine 

1959- 1961 - Clinical Associate, National Institute of Arthritis and Musculoskeletal 

Disease (NIAMD), National Institutes of Health (NIH), Bethesda, 
Maryland 

1961-1 962 - Postdoctoral Fellow, Laboratory of Cellular Physiology, 

National Heart and Lung Institute, NIH 
1963-1969 — Senior Investigator, Section on Endocrine Biochemistry, NIAMD, 

NIH 

1969- 1970 - Head, Molecular Biology Section, Endocrinology Branch, National 

Cancer Institute (NCI), NIH 

1970- Date - Chief, Laboratory of Molecular Biology, CCR, NCI, NIH 

Military Service : 

Commissioned Officer, Public Health Service Reserve 
7/01/59 - 6/30/61 - Active status/Full grade 
7/01/61 - 7/07/74 - Inactive status 
7/08/74 - 1 997 - Active status/Director grade 

Licensure : 

District of Columbia 

Present Address and Telephone Number : 

Laboratory of Molecular Biology 
National Cancer Institute :•. : 

37 Convent Dr., Rm. 5106 
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BethesdaMD 20892-4264 

Tel: (301)496-4797 
Fax: (301)402-1344 
e-mail: pastani@mail.nih.gov 

Societies : 

Alpha Omega Alpha- . 

American Academy of Arts and Sciences 

American Association of Physicians 

American Association for the Advancement of Science 

American Society for Cell Biology 

American Society for Clinical Investigation 

American Society for Microbiology 

American Society of Biological Chemists 

Clinical Immunology Society 

Molecular Medicine Society 

National Academy of Sciences 

Peripatetic Club 

Editorial Boards : 

Endocrinology, 1967-1970 

Journal of Biological Chemistry, 1970-1975; 1978-1983 
Cell, 1973-1980 

Journal of Cell Biology, 1975-1977 

Biochemistry International, Associate Editor, 1 980- 1987 

Editor, Experimental Cell Research, 1980-1988 

Journal of Cellular Physiology, 1981-1990 

Molecular and Cellular Biology, 1986-1989 

Journal of Cancer Communication, 1988 

FASEB Journal, 1989 

Proceedings of the Association of American Physicians 
Molecular Medicine, Contributing Editor 
Apoptosis, Editor 
Tumor Targeting 

Advances in Cyclic Nucleotide Research, Advisory Board 
Biochimica et Biophysica Acta Reviews of Cancer, Advisory Editor 
Molecular Cancer Therapeutics, 2001 

Scientific Advisory Boards : * 
Dupont-Merck 

Stazione Zoologica di Napoli, Naples, Italy, 1992-1998 
Immunomedics, 1992-1995 * 

Duke External Scientific Advisory Board, Duke Compehensive Cancer Center, 
Durham, North Carolina, 1997-2002 
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Chair, International Scientific Review Board, San Raffaele Sceintific Institute, Milan, 
Italy, 1999-2001 

Universita Degli Studi Di Napoli Federico n, Napoli, Italy, 1999-2000 
Micromet, Munich, Germany, 2002 

Honors and Awards : 

AO A, Tufts Medical School, Medford, Massachusetts, 1957 

Roche Award presented by Tufts Medical School, 1957 

Van Meter Prize Paper Co-author, American Thyroid Association, 1961 

Van Meter Prize presented by the American Thyroid Association, 1971 

Boxer Lectureship, Rutgers Medical School, New Brunswick, New Jersey, 1972 

Superior Service Award presented by the Department of Health, Education, and 

Welfare, National Institutes of Health, 1973 
Elected into Membership, The National Academy of Sciences, 1982 
Meritorious Service Medal presented by the Public Health Service, 1983 
Distinguished Service Medal presented by the Public Health Service, 1985 
Judith Segal Memorial Lecturer in Cancer Research, Hebrew University, 

Jerusalem, 1981 . . 

Pierce Immunotoxin Award, Duke University Medical Center, Durham, 

North Carolina, 1988 
Director's Award, National Institutes of Health, 1991 

Elected into Membership, The American Academy of Arts and Sciences, 1992 
Fellow, American Academy of Microbiology, 1992 
First Anfmsen Memorial Lecturer, Weizman Institute, Israel, 1993 
Elected into Membership, The New York Academy of Sciences, 1993 
Special Achievement Award, presented by Coulter Corporation at the Nature 

Biotechnology Winter Symposium, Ft. Lauderdale, Florida, 1997 
Stanley Gore Memorial Lecturer, 12 th International Conference on Brain Tumour 

Research and Therapy, Oxford, United Kingdom, 1997 
Fellow, American Association for the Advancement of Science, 1999 
R. E. "Bob" Smith Lecturer, MD Anderson Cancer Center, The University 

of Texas, Houston, Texas, 1999 
Charles Harkin Award for Research in Thyroid Cancer, National Cancer Institute, 

National Institutes of Health, Bethesda, Maryland, 1999. 

2000 Technology Transfer Award presented by the National Cancer Institute, 

National Institutes, of Health, Bethesda, Maryland, 2000 

2001 A scientific symposium in honor of Ira Pastan entitled "Immunotherapy of 

Cancer: From the Laboratory to the Clinic" at the National Institutes of Health, 
Bethesda, Maryland, October 29, 2001. 

Other Special Scientific Recognition (Partial List): 

G. Burroughs Mider Lectureship, National Institutes of Health, 1973 
Burroughs Welcome Visiting Professorship, 1978-1979 
Scientific Council, International Institute of Cellular and Molecular Pathology, 
Brussels, 1979-present 
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Windsor C. Cutting Lectureship, Stanford University, Stanford, California, 1980 
Special Visiting Professor, Stanford Medical Sciences Training Program, Stanford 

University, Stanford, California, 1980 
Chairman, Gordon Conference, "Cell Adhesion, Recognition and Movement," 1981 
Organizer, US-Japan Cooperative Cancer Research Program in Cell Biology 
Stanley Wright Memorial Lectureship, Western Society for Pediatric Research, 1982 
Home Office Reference Laboratory Lectureship, University of Kansas Medical Center, 

Lawrence, Kansas, 1982 
Fogarty International Center Committee, National Institutes of Health 
Counselor for American Society of Cell Biology 

President's National Advisory Council for Research, Howard University, Washington, 
D.C. 

Rennebohm Lecturer, University of Wisconsin School of Pharmacy, Madison, 
Wisconsin, 1988 

Member of Awards Committee of the American Society for Biochemistry and 

Molecular Biology ..t 
Participant in the President's Cancer Panel on prostate cancer, 1992 
Organizer, US/Japan Cancer Seminar, 1993 . 
Committee Member, CENTRO, Naples, Italy, 1999 

Invited Speaker (Partial List for Last Seven Years): 

1998 1 5 th International Conference "Advanced Application of Monoclonal 
Antibodies in Clinical Oncology," Santorini, Greece 
Experimental Therapeutics for Human Cancer, Frederick, Maryland 

2 International Conference on Cancer Immunotherapy and Gene Therapy 
89 th Annual American Association for Cancer Research 
Mini-Symposium Organizer for NIH Research Festival, Bethesda, Maryland 
"Biologic Principles for the Therapy of Human Colon Cancer," University of 

Texas, MD Anderson Cancer Center, Houston, Texas 
Mount Sinai Medical Center, Chemotherapy Foundation Symposium, Miami, 

Florida r 

IBC Annual International Conference on Antibody Engineering, San Diego, 
California 

1999 Seminars in Clinical and Molecular Oncology, NCI, DCS, NIH, Bethesda, 

Maryland 

Tufts University Graduate Student Seminar, Medford, Massachusetts 
Ninth International Conference on Human Retro virology - HTLV, Japan 
Associazione Partenopea Ricerche Oncologiche, Fourth Molecular Oncology 
Meeting, Italy 

The 14 th Annual Apffel Memorial Lecturer, Boston Cancer Research 

Association, Boston, Massachusetts 
Biological Therapy of Cancer from Basic Research to Clinical Application, 

Therapeutics Development Group of the EOTC, Munich, Germany 
Molecular Targets and Cancer Therapeutics: Discovery, Development and 

Clinical Validation, AACR and EORTC International Conference, 
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Washington, D.C. 

IBC Annual International Conference on Antibody Engineering, San Diego, 
California 

2000 Symposium on Frontiers in Biomedical Research, University of Pennsylvania, 

Philadelphia, Pennsylvania 
International Conference on Advances in Cancer Immunotherapy, New Jersey 
State Commission on Cancer Research and the Garden State Cancer 
Center, Princeton, New Jersey 
Pittsburgh Cancer Institute Research Seminar Series, Pennsylvania 
International Symposium on Tumor Targeted Delivery Systems, The 

Controlled Release Society and the National Cancer Institute, NIH, 
Bethesda. Maryland 
Gab 2000 "International Symposium on Downstream Processing of Genetically 

Engineered Antibodies and Related Molecules," Barcelona, Spain 
IBC Annual International Conference on Antibody Engineering, San Diego, 
California 

The 92 nd Annual Meeting of the American Association for Cancer Research, 

New Orleans, Louisiana 
First International Congress on Monoclonal Antibodies in Cancer, Banff, 
Canada 

Yale Cancer Center, New Haven, Connecticut 

XXVin Meeting of the Italian Cancer Society, and the Universita Degli Studi 

di Roma La Sapienza, Rome, Italy 
Facolta di Medicina E. Chirurgia, University di Napoli "Federico n," Naples, 
Italy 

Sloan-Kettering Cancer Center, New York, New York 
Swarthmore College, Swarthmore, Pennsylvania 
Duke University Medical Center, Durham, North Carolina 
Private Diagnostic Clinic, PLLC, Durham, North Carolina 
IBC Antibody Engineering Conference, San Diego, California 
General Motor Symposium, NIH, Bethesda, Maryland 
Genentech, Inc., San Francisco, California 
Cancer Intervention 2002, Grand Rapids, Michigan 
Emory University, Atlanta, Georgia 

9 th Conference on Cancer Therapy with Antibodies Immunoconjugate, 

Princeton, New Jersey 
9 th Annual Cap CURE Scientific Retreat, Washington, DC 
Case Western University, Cleveland, OH 

2003 NCI Annual Symposium, NIH, Bethesda, Maryland 

Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins, 

Baltimore, Maryland 
NIH Undergraduate Scholarship Program's, NIH, Bethesda, Maryland 
Department of Biochemistry and Biophysics, National Heart, Lung, and 



2001 



2002 
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Blood Institute, NIH, Bethesda, Maryland 
EBC 14 th Annual International Antibody Engineering Conference, 
San Diego, CA 

2004 IMSUT International COE Symposium, University of Tokyo, Japan 

Hematology and Medical Oncology Grand Rounds, Memorial Sloan-Kettering 

Cancer Center, New York, NY 
Cambridge Healthtech Institute's Sixth Annual Phage and Molecular Display 

Technologies: Targeting Disease Mechanisms Conference, Cambridge, 

MA 
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SELECTED BIBLIOGRAPHY OF DR. IRA H. PASTAN 



Publications during 1997-1998 

861. Pai, L. and Pastan, L: Immunotoxin therapy. In DeVita, V.T., Hellman, S., and 
Rosenberg, S.A. (Eds.): Cancer: Principles and Practice of Oncology, 5th Ed. Philadelphia, PA, 
Lippincott-Raven Press, 1997, pp. 3045-3057. 

862. Kreitman, R.J. and Pastan, L: Immunotoxins for treating cancer and autoimmune disease. 
In Harris, W. and Adair, J. (Eds.): Antibody Therapeutics. Boca Raton, FL, CRC Press, 1997, 
pp.33-51. 

863. Benhar, I. and Pastan, I.: Tumor targeting by antibody-drug conjugates. In Harris, W. 
and Adair, J. (Eds.): Antibody Therapeutics. Boca Raton, FL, CRC Press, 1997, pp. 73-85. 

864. Wellman, A., Krenacs, L., Fest, T., Scherf, U., Pastan, L, Raffeld, M., and Brinkmann, 
U.: Localization of the cell proliferation and apoptosis associated CAS protein in lymphoid 
neoplasms. Am. J. Pathol 150: 25-30, 1997. 

865. Sugimoto, Y., Sato, S., Tsukahara, S., Suzuki, M., Okochi, E., Gottesman, M.M., Pastan, 
I., and Tsuruo, T.: Co-expression of a multidrug resistance gene (MDR1) and herpes simplex 
virus thymidine kinase gene in a bicistronic vector Ha-MDR-IRES-TK allows selective killing of 
MDR1 -transduced human tumors transplanted in mice. Cancer Gene Ther. 4: 51-58, 1997. 

866. Yoo, T.M., Chang, H.K., Choi, C.W., Webber, K.O., Le, N., Kim, IS., Eckelman, W.C., 
Pastan, L, Carrasquillo, J. A., and Paik, C.H.: Technetium-99m labeling and biodistribution of 
anti-TAC disulfide-stabilized Fv fragment. J. Nucl. Med. 38: 294-300, 1997. 

867. Licht, T., Herrmann, F., Gottesman, M.M., and Pastan, L: In vivo drug-selectable genes: 
A new concept in gene therapy. Stem Cells 15: 104-1 1 1 1997. 

868. Husain, S.Y., Obiri, N.L, Gill, P., Zheng, T., Pastan, L, Debinski, W., and Puri, R.K.: 
Receptor for interleukin-13 on AIDS-associated Kaposi's sarcoma cells serves as a new target 
for a potent Pseudomonas exotoxin-based chimeric toxin protein. Clin. Cancer Res. 3: 151-156, 
1997. 

869. Ohshima, T., Murray, G.J., Swaim,W.D., Longenecker, G., Quirk, J.M., Cardarelli, CO., 
Sugimoto, Y., Pastan, L, Gottesman, M.M., Brady, R.L., and Kulkarni, A.B.: -galactosidase A 
deficient mice: A model of Fabry disease. Proc. Natl. Acad. Sci. USA 94: 2540-2544,1997. 

870. Li, M. 5 Dyda, F., Benhar, I., Pastan, L, and Davies, D.R.: Crystal structure of the 
catalytic domain of Pseudomonas exotoxin A complexed with a nicotinamide adenine 
dinucleotide analog: Implications for the activation process and for ADP ribosylation. Proc. 
Natl. Acad. Sci. USA 93: 6902-6906, 1996. 



871. Kobayashi, K., Pastan, L, and Nagatsu, T.: Controlled genetic ablation by immunotoxin- 
mediated cell targeting. In Houdebine, L.M. (Ed.): Transgenic Animals: Generation and Use. 
1997, pp 331-336. 

872. Reiter, Y., Di Carlo, A., Fugger, L., Engberg, J., and Pastan, I.: Peptide-specific killing 
of antigen-presenting cells by a recombinant antibody-toxin fusion protein targeted to major 
histocompatibility complex/peptide class I complexes with T-cell receptor-like specificity. Proc. 
Natl. Acad. Sci. USA 94: 4631-4636, 1997. 

873. Brinkmann, U., Di Carlo, A., Vasmatzis, G., Kurochkina, N., Beers, R., Lee, B., and 
Pastan, L: Stabilization of a recombinant Fv fragment by base-loop interconnection and VH-VL 
permutation. J. Mol. Biol. 268: 107-117, 1997. 

874. Pastan, I. Tumor immunotoxins: Technology closes in on potential. Adv. Oncol. 13: 2- 
9, 1997. 

875. Brinkmann, U., Webber, K., Di Carlo, A., Beers, R., Chowdhury, P., Chang, K., 
Chaudhary, V., Gallo, M., and Pastan, I.: Cloning and expression of the recombinant FAb 
fragment of monoclonal antibody Kl that reacts with mesothelin present on mesotheliomas and 
ovarian cancers. Int. J. Cancer 71: 638-644,1997. 

876. Chowdhury, P.S., Chang, K., and Pastan, I.: Isolation of anti-mesothelin antibodies from 
a phage display library. Mol. Immunol. 34: 9-20, 1997. 

877. Roscoe, D., Pai, L.H. and Pastan, I.: Identification of epitopes on a mutant form of 
Pseudomonas exotoxin using serum from humans treated with PE exotoxin containing 
immunotoxins. Eur. J. Immunol. 27: 1459-1468, 1997. 

878. Kreitman, R. and Pastan, I: Recombinant toxins containing human granulocyte- 
macrophage colony-stimulating factor and either Pseudomonas exotoxin or diphtheria toxin kill 
gastrointestinal cancer and leukemia cells. Blood 90: 252-259, 1997. 

879. Brinkmann, U. ? Mansfield, E., and Pastan, L: Effects of BCL-2 overexpression on the 
sensitivity of MCF-7 breast cancer cells to ricin, diphtheria and Pseudomonas toxin and 
immunotoxins. Apoptosis 2: 192-198,1997. 

880. Kobayashi, H., Yoo, T.M., Drum, D., Kin, M.-K., Sun, B.-F., Le, N., Webber, K.O., 
Pastan, L, Waldmann, T.A., Paik, C.H., and Carrasquillo, J.A.: Improved biodistribution of 125 I- 
labeled anti-Tac disulfide-stabilized Fv fragment by blocking its binding to the a subunit of the 
interleukin-2 receptor in the circulation with preinjected humanized anti-Tac IgG. Cancer Res. 
57: 1955-1961,1997. 

881. Wu, C, Jagoda, E., Brechbiel, M., Webber, K.L., Pastan, I., Gansow, O., and Eckelman, 
W.C.: Biodistribution and catabolism of Ga-67-labeled anti-Tac dsFv fragment. Bioconjugate 
Chem.8: 365-369, 1997. 



882. Husain, S.R., Gill, P., Kreitman, R.J., Pastan, I., and Puri, R.K.: Interleukin-4 receptor 
expression on ADDS-associated Kaposi's sarcoma cells and their targeting by a chimeric protein 
comprised of circularly permuted interleukin-4 and Pseudomonas exotoxin. Mol. Med. 3: 327- 
328, 1997. 

883. Maini, A., Hillman, G.G., Haas, G.P., Wang, C.Y., Montecillo, E., Hamzavi, F., Pontes, 
J.E., Leland, P., Pastan, L, Debinski, W., and Puri, R.K.: Interleukin-13 receptors on human 
prostate carcinoma cell lines represent a novel target for a chimeric protein composed of IL-13 
and a mutated form of Pseudomonas exotoxin. J. Urol. 158: 948-953, 1997. 

884. Reiter, Y., Lee, B. K., and Pastan, I.: Disulfide-stabilized Fv fragments. In Antibody 
Engineering: Technologies and Applications. IBC Press, 1996, pp. 147-169. 

885. Ogryzko, V.V., Brinkmann, E., Howard, B.H., Pastan, I., and Brinkmann, U.: 
Antisense inhibition of CAS, the human homologue of the yeast chromosome segregation gene 
CSE1, interferes with mitosis and Gl-S transition in HeLa cells. Biochemistry 36: 9493-9500, 
1997. 

886. Mansfield, E., Chiron, M.F., Amlott P., Pastan, L, and FitzGerald, DJ.: Recombinant 
RFB4 single-chain immunotoxin that is cytotoxic towards CD22-positive cells. Biochem. Soc. 
Trans. 25: 709-714, 1997. 

887. Dey, S., Ramachandra, M., Pastan, L, Gottesman, M.M., and Ambudkar, S.V.: Evidence 
for two non-identical drug interaction sites in the human P-glycoprotein. Proc. Natl. Acad. Sci. 
USA 94: 10594-10599, 1997. 

888. Mansfield, E., Amlot, P., Pastan, L, and .FitzGerald, D.: Recombinant RFB4 
immunotoxins exhibit potent cytotoxic activity for CD22-bearing cells and tumors. Blood 80: 
2020-2026, 1997. 

889. Lee, C.G.L., Jeang, K.-T., Martin, M.A., Pastan, I., and Gottesman, M.M.: Efficient 
long-term co-expression of a hammerhead ribozyme targeted to the U5 region of HIV- 1 LTR by 
linkage to the multidrug-resistance gene. Antisense NucL Acid Drug Dev. 7: 51 1-522, 1997. 

890. Pastan,!: Targeted therapy of cancer with recombinant immunotoxins. Biochim. 
Biophys. Acta 1333: C1-C5, 1997. 

891. Reiter, Y., Di Carlo, A., Fugger, L., Engberg, J., and Pastan, I.: Peptide-specific killing 
of antigen-presenting cells by a recombinant antibody-toxin fusion protein targeted to 
MHC/peptide class I complexes with T cell receptor-like specificity. Antibody Eng. 112: 199- 
209,1997. 

892. Funatomi, H., Itakura, J., Ishiwata, T., Pastan, L, Thompson, S.A., Johnson, G.R., and 
Korc, M.: Amphiregulin antisense oligonucleotide inhibits the growth of T3M4 human 
pancreatic cancer cells and sensitizes the cells to EGF receptor-targeted therapy. Int. J. Cancer 
72: 512-517, 1997. 



893. Lang, L., Jagoda, E., Wu, C.h., Brechbiel, M.W., Gansow, O.A., Pastan, I., Paik, Ch. H., 
Carrasquillo, J. A., and Eckelman, W.C.: Factors influencing the in vivo pharmacokinetics of 
peptides and antibody fragments: The pharmacokinetics of two PET-labeled low molecular 
weight proteins. J. Nucl. Med. 41: 55-61,1997. 

894. Wu, C, Kobayashi, H., Sun, B., Yoo, T.M., Paik, C.H., Gansow, O.A., Carrasquillo J.A., 
Pastan, L, and Brechbiel, M.W.: Stereochemical influence on the stability of radio-metal 
complexes in vivo. Synthesis and evaluation of the four stereoisomers of 2-(p-nitrobenzyl)- 
trans-CyDTPA. Bioorg. Med. Chem. 5: 1925-1934, 1997. 

895. Rozemuller, H., Rombouts, E J.C., Touw, LP., FitzGerald, D.J.P., Kreitman, R.J., Pastan, 
L, Hagenbeek, A., and Martens, A.C.M.: Sensitivity of human acute myeloid leukaemia to 
diphtheria toxin-GM-CSF fusion protein. Br. J. Haematol. 4: 952-959,1997. 

896. Vasmatzis, G., Essand, M., Brinkmann, U., Lee, B., and Pastan, L: Discovery of three 
genes specifically expressed in human prostate by expressed sequence tag database analysis. 
Proc. Natl. Acad. Sci. USA 95: 300-304, 1998. 

897. Chowdhury, P., Viner, J.L., Beers, R., and Pastan, L: Isolation of a high affinity stable 
single chain Fv specific for mesothelin from DNA-immunized mice by phage display and 
construction of a recombinant immunotoxin with anti-tumor activity. Proc. Natl. Acad. Sci. 
USA 95: 669-674, 1998. 

898. Shen, D.-w., Pastan, L, and Gottesman, M.M.: Cross-resistance to methotrexate and 
metals in human cisplatin-resistant cell lines results from a pleiotropic defect in accumulation of 
these compounds associated with reduced plasma membrane binding proteins. Cancer Res. 58: 
268-275, 1998. 

899. Sawada, H., Nishii, K., Suzuki. T., Hasegawa, K., Hata, T., Nagatsu, L, Kreitman, RJ., 
Pastan, L, Nagatsu, T., and Kobayashi, K.: Autonomic neuropathy in transgenic mice caused by 
immunotoxin targeting of the peripheral nervous system. J. Neurosci. Res. 51: 162-173, 1998. 

900. Zhou, Y., Aran, L, Gottesman, M.M., and Pastan, L: Co-expression of human adenosine 
deaminase and multidrug resistance using a bicistronic retroviral vector. Hum. Gene Ther. 9: 
287-293, 1998. 

901 . Kreitman, R. and Pastan, I.: Accumulation of a recombinant immunotoxin in a tumor in 
vivo: Fewer than 1000 molecules per cell is sufficient for complete responses. Cancer Res. 58: 
968-975, 1998. 

902. Rajagopal, V., Pastan, L, and Kreitman, R.J.: A form of anti-Tac(Fv) which is both 
single-chain and disulfide stabilized: comparison with its single-chain and disulfide stabilized 
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